Introduction {#sec1_1}
============

Bullous pemphigoid (BP), a chronic autoimmune subepidermal blistering skin disease, has been described in end-stage renal disease patients requiring dialysis after the placement of an artero-venous fistula. We report a case of a novel onset of BP following a peritoneal dialysis abdominal Tenckhoff catheter placement.

Case Report {#sec1_2}
===========

We present the case of a 76-year-old Caucasian patient with a diagnosis of BP. The clinical history is remarkable for a patient with end-stage renal disease on renal replacement therapy with automated peritoneal dialysis, diabetes mellitus known for 15 years, and arterial hypertension. Two months before the diagnosis the patient developed numerous bullous lesions (mean diameter of 3 cm) in the abdominal region surrounding the exit site of the Tenckhoff catheter. The lesions were very pruritic, with a serous content, and in differential diagnosis we considered traumatic lesions or a contact dermatitis due to the plaster used for the catheter medication. Despite the change of the plaster and the education to the patient not to scratch, we observed the development of several new lesions always in the same area (Fig. [1a](#F1){ref-type="fig"}). We performed a skin biopsy that described a subepithelial split with a lymphohistiocytic infiltrate with abundant eosinophils. Direct immunofluorescence identified linear deposits of IgG and C3 along the basement membrane zone. Indirect immunofluorescence performed on the salt-split skin disclosed linear staining of circulating IgG on the epidermal side of the artificial blister. Moreover, the patient\'s serum revealed positivity for anti-BP180 NC16A antibodies (ELISA) while the anti-BP230 antibody was also detectable but below the positivity threshold (7.1 U/mL; normal values \<9 U/mL). A diagnosis of BP was made according to both the 2015 European Dermatology Forum consensus recommendations \[[@B1]\] and the 2015 German guidelines \[[@B2]\], as well as to the recent criteria proposed by Meijer et al. \[[@B3]\].

The patient was treated with doxycycline 100 mg twice a day and topical 0.05% clobetasol propionate twice a day; doxycycline was tapered after 6 weeks and discontinued after 8 weeks, while clobetasol propionate was discontinued after 12 weeks. The blisters and erosions disappeared within 2 weeks (Fig. [1b](#F1){ref-type="fig"}). The patient has remained free of symptoms in the 18 months of follow-up.

Discussion {#sec1_3}
==========

BP is a rare autoimmune condition, more common in older patients, with a not completely defined pathophysiology; some cases have been deemed as secondary to drug exposure (like loop diuretics and gliptins, also called dipeptidyl peptidase-4 − DPP4 − inhibitors) or secondary to skin injuries induced by trauma or surgical procedures. The prodromal phase can last from weeks to years. In this case, our patient was treated with linagliptin and torasemide for many years, while no other plausible drug has been recently introduced. An abdominal Tenckhoff catheter was placed 12 months before the onset of the bullous lesions.

Patients with end-stage renal disease requiring dialysis show a high prevalence of diabetes mellitus \[[@B4]\]. Due to the risk of drug accumulation and therefore of severe hypoglycaemic episodes, the use of many oral hypoglycaemic drugs, like metformin and sulphonylureas, is precluded. Therefore, most of these patients are treated with gliptins that competitively inhibit an enzyme (DDP4 or CD26), ubiquitously expressed in almost every organ system including the skin, that acts by preventing glucagon-like peptide-1 (GLP-1) and glucose-dependent insulinotropic polypeptide (GIP) inactivation, thus increasing the secretion of insulin and suppressing the release of glucagon by the pancreas. In the last years there is growing epidemiological evidence of the association between BP onset and gliptin therapy \[[@B5]\], which could represent, like diabetes mellitus, a risk factor rather than an aetiological factor. Despite the large percentage of dialysis patients exposed to gliptins, BP remains a rare disease, leaving unsolved the question of whether the correlation between gliptins and BP is causative or simply a random association.

Furosemide was first associated with BP in 1969 \[[@B6]\] and several similar cases have been reported since then. Yet the aetiological association has so far not been established, nor the pathophysiological mechanism explained. Moreover, almost all dialysis patients with a residual renal function, thus a residual capacity to produce urine, are treated with loop diuretics (torasemide, furosemide), highlighting the same difficulty in differentiating between a random and an aetiological association with BP. It is also noteworthy that our patient was treated with torasemide because, even potentially considering the association between furosemide and BP a class effect of all loop diuretics, to date no case has been reported associating the use of torasemide with BP onset. The current guidelines advise stopping the therapy with loop diuretics \[[@B2]\] at least temporarily after the diagnosis of BP, but in our case the risk of volume overload was considered too high and therapy was continued. In most cases where an association between gliptins or loop diuretics and BP has been established, the drug had to be discontinued to obtain the resolution of BP or avoid the recurrence of the disease \[[@B7], [@B8], [@B9]\].

Therefore, in our case, considering the area of skin involved by the lesions, the good response to the therapy without discontinuing the aforementioned drugs, the timing of onset of the lesions, and the absence of recurrence of the disease 18 months after the discontinuation of the BP therapy, we hypothesize a correlation with the peritoneal catheter placement. Retrospectively, the patient developed papular lesions in the legs 1 year previously; a punch biopsy showed an aspecific pattern of lymphocytic infiltrate with eosinophils, deemed as a chronic lymphocytic vasculitis. We suppose that these lesions were already due to the pemphigoid and that the catheter placement together with the skin injury due to the daily plaster removal for the medication of the exit site could have represented a traumatic "second-hit". In the literature 6 cases are described \[[@B10]\] of new BP onset after the placement of an artero-venous fistula. To the best of our knowledge, this is the first case describing a new BP onset after a peritoneal dialysis catheter placement.
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